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MELANCHOLIA 
By E. B. RITSON, M.B. Ch.B. 
An Extract from a Disseration read before the Royal 
Medical Society on Friday, 27th January, 1961. 
" Melancholy," meaning " black bile " or " black despair," designates aptly 
that spiritual blight which has vexed mankind from the earliest time. Play-
wrights and philosophers have long been intrigued by the spectacle of cause-
less melancholy, and, more recently, pathological melancholy, rcchristened 
"psychotic depression" has been the subject of clinical definition. 
The indaquacy of our language is recognised as a major stumbling-block 
in many spheres to-day where rapid progress is being made and this is parti-
cularly the case in psychiatry. While awaiting impro,·cmcnts, one must try to 
name conditions as accurately as possible with existing terms. In describing 
the condition in question, " melancholia " seems a preferable word to 
" depression." " Depression " is part of the common coinage of everyday
speech and, as such, has an individual meaning for every member of the public. 
In their experience, it constitutes a normal, if undesira blc state of mind, and 
to give the same name to a recognised pathological condition is as confusing 
as calling angina pectoris, heartache. Furthermore, not all patients who may 
be diagnosed as suffering from depression will admit to feeling depressed. To 
call a disease after one of its symptoms and not an invariableone at that, seems 
irrational and very liable to mislead. 
Burton in "The Anatomy of Melancholy " defines melancholy as " a kind 
of dotage without a fever having for his ordinary companions fear and sadness 
without any apparent occasion." This, written at the time when the humoral 
concept of physiology was unchallenged, served admirably as a nidus on which 
later definitions might grow. 
Kraeplin, in his classification of the psychoses, regarded melancholia as a 
disorder of mood and a form of manic-depressi,·e insanity. He stressed the 
periodic nature of attacks and their propensity for spontaneous cure. 
In summary melancholia may be described as a disorder of emotion inexplic-
able in terms of external events and without apparent organic cause, which is 
characterised by a sad anxious mood and psychomotor retardation. The con-
dition usually remits spontaneously and completely but there is a tendency to 
recur. 
As so often happens, what begins as a definition ends as a description. This 
emphasises the truth that until we know the cause, we cannot accnratcly define 
the disease. W hat then is the cause? Esscntiallv it is unknown I however
from a de\'ious and intensive study of its actiology has emerged what Einstein 
called "the feeling for order behind appearance." It is this feeling which 
RES 0(' ,&$
suggests that soon the disease \\'ill \LHOG its secrets and its exact nature be 
known. 
It has long been felt that the tendency to DIIHFWLYH instability is inherited. 
Kallmann collected statistics of morbidity from manic-dHpressiYH psychoses in 
Europe and America. llis conclusions were that in no case did the incidence in 
the general population exceed one per "cent. Yet it had been shown that 
morbidity rates for parents. siblings or children of manic-depressiYH index 
cases were of the order of WZHOYH per cent or more. In a series of 27 monozy-
gotic twin pairs. Kallmann reported a hundred per cent incidence of DIIHFWLYH
ps\chosis. Among these twins it is interesting that there was no concordance of 
form or timi;1g in the mood swings. It seems from this that the genotype sets 
the balance but some other as yet undetermined factors determine which way 
and when it will swing. 
The form of this genetic transmission remains undecided. Slater and 
Kallmann contend that it is inherited as a single autosomal dominant while 
others postulate a multifactorial genetic determination. 0 X F K remains to be 
clarified, perhaps the outcome of LQYHVWLJDWLRQV into the molecular structure 
of genes will be a more exact _understanding of the disease and HYHQ a hint as 
to 1ts cure. Even the facts which arc established indicate that it is essential 
to take a full family history in all cases of this kind. 
Kretschmcr's types have become part of our psychological tradition and 
from his studies he has shown that the pyknic habitus is more frequent in 
patients suffering from affective disorders than could be expected by chance. 
Such typing although an absorbing exercise has proved of little practical value. 
When chromossome maps have been plotted it may be found that the predis-
positions to pyknic appearance and affective disorders arc genetically linked. 
A passing acquaintance with European history makes it clear that it is 
impossible to speak of racial characteristics in any meaningful way. +RZHYHU
it is reported that the Jews show a higher incidence of DIIHFWLYH psychosis than 
D Y H U D J H The disease is commoner in Britain and Bavaria than in Norway and 
PrXssia. An incidence of o. 3/1000 was reported in a Finish population of 
40o,ooo and one of 3· 5/1000 in a Scottish rural population of 56,ooo. 
These figures KDYH not been explained. It must always be borne in mind 
that each community has its own criteria for normal and abnormal EHKDYLRXU
and the pressure H[HUWHG from without to encourage a sick man to seck treat-
ment will YDU\ accordingly. Moreover, the difficulty in finding any uniformity 
of diagnosis must affect the interpretation of results. 
Manic-depressive insanity is commoner in the female, the ratio being 3 : 2. 
Any conclusions drawn from these figures have met with a certain scepticism 
because the male is notoriously liable to show atypical features, particularly 
alcoholism which mask diagnosis. 
Periodicity is a feature of the female metabolism and this F\FOHof hormonal 
DFWLYLW\ produces changes of temperament in even the QRUPDO woman. The 
occurrence of menstrual and premenstrual depression is well established, as D U H
the DIIHFWLYH aberrations of the puerperium and menopause. It is also ZRUWK
noting that amenorrhca is a frequent feature of depression. All this naturally 
prompted a search for some hormonal key to the aetiology of DIIHFWLYHdisorder. 
To counteract this enthusiasm, it has been pointed out that puberty and 
adolescence, times when the hormones arc at their O LYHOLHVW rareO\ VKRZ an 
affective psychosis. 
0DQ\ of the cycle variations in human behaviour arc initiated b y the 
influence of the hypothalamus on the prefrontal cortex. Furthermore, 1t has 
been shown that in animals with both cerebral hemispheres removed, the 
periodic discharges affecting all divisions of the vegetative system persist. 
0EL$NC+OLIA 
FoHrstHr produced dation by stimulating the h\pothalamus in a patient under 
local anaesthetic. This and the effect of lHncotom\ which VHYHUV connections 
between the SULPLWLYH brain and the cortex both augment the YLHZ that the 
diencephalon has some role in determining the affective disorders. 
It is perhaps in the light of damage to the primitive brain that we should 
regard the various neurological diseases commonly associated with affective
upset. Among such a r e general paralysis of the insane, arteriosclerosis, dis-
seminated sclerosis and Parkinson's disease. In persons predisposed, affective
illness is not an uncommon sequel of infections such as pneumonia and 
particularly. influenza. 
To support the view that melancholia represents a regional disorder of brain 
function we may quote Hughlings Jackson in his essay on "The Factors of 
I nsanitics " :-
"In every insanity. more or less of the highest cerebral centre is out of 
action temporarily o r per.mancnth· from some pathological process : for my 
present purpose it matters little what that process be. It only matters as the 
nathological process produces loss of function, that is, dissolution of more or 
less of the highest centres. I do not use the term ' function ' in the sense 
often given to it in clinical accounts of nervous maladies as for example, 
when it is said of a patient that his case is entirely functional. I do not believe
that there is such a thing as loss or defect of function of any nervous elements 
without a proportionate material alteration of their structure and nutrition." 
This essay written in 1894 which was referred to at the 1960 Gowers 
Memorial Lecture retains its relevance to the present day. 
To attempt the elucidation of this disorder of function whose presence we 
feel but cannot sec, we must journey to the world of the biochemist. Here 
we mav cull from their intricate gcometrics a pattern which seems both 
comprehensible and hopeful. 
Tt is well known that many drugs such as alcohol, opium or mcscalin can 
alter our mcnt:1l V W D W H More particularly. certain drugs, notably reserpine, can 
produce a condition clinicallv similar to melancholia. Brodie ) showed 
that reserpine caused the depletion of brain serotonin-this is thought to be 
due to the release of bound serotonin. Vogt has shown that the concentrations 
of nor-adrenalin and serotonin in the hypothalamus, midbrain and floor of the 
fourth ,·entriclc were higher than elsewhere in the C.N.S. Both these sub-
stances arc concerned in the transmission of nerve impulses. Furthermore, 
reserpine has also been shown to liberate adrcnalin and related amincs from 
these areas of high concentration. 
Such revelations natura11v led workers to speculate that depletion of brain 
serotonin and catechol amines was in some way associated with depression. 
Apparent confirmation of this view arose when it was shown that the mono-
amine oxidase inhibitors were clinically cffccti,·c in depression. These drugs 
inhibit the cnzvmes which arc at least in part responsible for the breakdown 
of serotonin :md adrenal in
Jn recent years it has become increasingly well recognised that it is the 
subcortical brain which is concerned with our awareness and response to 
V X U U R X Q G L Q J V  This activationg system co-ordinates autonomic. somatic and 
S V \ F K R O R J L F D O activity. It has been suggested that. this system has two com-
ponents. one sympathetic and promoting active go-getting behaviour the 
other akin to the parasympathetic and largely responsible for recuperation 
causing drowsiness and loss of interest (a state likened by some to hibernation). 
It is hinted that some of the afore-mentioned amincs play a part in arousing 
these svstems. 
From all this confusion emerge certain trends. none of them universally
RES 0EDICA 
DFFHSWHGwhich hint at the possible QDWXUHof melancholia. : H KDYH a disorder 
ZKLFK appears to be genetically determined. It appears SUHGLVSRVHG by a 
biochemical lesion centred in the actiYating system of the primiti\'C brain. As 
in so many physiological systems normality is a precariously held HTuilibrium 
and release of inhibiting forces or oYerstimulation of the opposing system 
results in the appearance of a pathological state. :KD W seems so difficult to 
explain is the periodicity of the disease-Zhy does the EDODQFH tilt when it 
does, without apparent occasion ? 
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